Dr. John T. Ingram: It must not be forgotten that the skin is no more and no less than a part of the whole and therefore participates in all that concerns the whole whether those concerns be vascular or nutritional, hematological, metabolic, endocrine, nervous or of any other character. There is not one medicine of the skin and another of the rest of the body. This is too often forgotten and will continue to be forgotten so long as dermatology occupies so lowly a place in our medical curriculum and examinations and is provided with such poor facilities and encouragement in university and teaching hospital. It was not forgotten by the great surgical and medical masters of earlier generations, the Jonathan Hutchinsons, the Oslers, and I am aware that some of our masters to-day, as our President, are conscious of the importance of the skin. But there is not sufficient attraction for the cream of our graduates to pursue dermatology.
Life being so much a matter of adaptation it is wise to bear in mind the important part that has been played by the skin from the beginning of time in adaptation to our physicaI and biological environment.
In the interpretation of cutaneous manifestations it is also important to remember the close link developmentally between the skin, the central nervous system, the organs of special sense and the endocrine system.
There is hardly any systemic disease or disorder that is not associated with cutaneous manifestations or a cutaneous manifestation that has not a systemic aspect. I believe that a more ready assumption of this approach might well help to throw light upon obscure affections both in the dermatological and the general field. Among the more spectacular of the fruits of this approach in recent years we have seen sarcoidosis and scleroderma and acute lupus erythematosus pass back from the dermatological to the general. It is certain that we shall steadily increase the realms of understanding in this way, that chronic lupus erythematosus, cyclical recurrent ulcers of mouth and vulva, parapsoriasis en plaques, poikiloderma and many other exotic dermatoses will be seen as manifestations of systemic disease-just as the ills of unknown origin of internal organs like disseminate sclerosis and intestinal polyposis, and so on, will be seen in a similar light and sometimes through the skin.
Is it not exciting that circulatory disturbances in the extremities may be followed by distinctive structural changes and sclerosis called acrosclerosis and may be accompanied by functional changes in cesophagus and gastro-intestinal tract, by hiatus hernia and pulmonary disorders? But what lies behind all this is rather obscure.
There are clearly fundamental aspects of physiology and of pathology of which we have as yet no understanding, to which I believe the skin can contribute. But it is alarming how little we understand of such things as itching, of circulatory dysfunctions generally and varicose veins. Pathological reactions in the skin are apt to leave the general pathologist bewildered. I saw a report recently which could get no further than saying that "this section reminds me strongly of something I have never seen before". We are rapidly finding new and intriguing things as fibrinoid necrosis of collagen and lupus erythematosus cells and I think we know not where we are. JULY 1Proceedings of the Royal Society of Medtcine 24 I do not suggest that there are not any isolated ills of the skin, traumatic, infective and neoplastic, but even they have their counterparts elsewhere and so can be studied with advantage in the skin.
I am also conscious of the fact that external environmental influences bear upon the skin and its behaviour as, for instance, in relation to circulatory affairs, influences which perhaps do not bear significantly upon internal organs. It is clear, nevertheless, that we are in the main well adapted and that where such influences produce abnormal effects, as with chilblains and dead fingers, there is in fact a systemic factor at work also which is more fundamental.
ERYTHEMA NoDosuM
But I have been asked to give attention in these opening remarks to erythema nodosum and erythema multiforme and I gladly do so because I know little about them and shall hope to learn.
I wish first to remind you of the early descriptions of the entity by Trousseau who met it in epidemic form and later by Lendon under the title of Nodal Fever. The view has been upheld by Symes and Maxwell Telling in this country and is still supported by so eminent an authority as Miescher of Zurich largely on the grounds of histopathology. The association with other ills as tuberculosis or coccidioides infection is regarded as an expression of biotropism-similar to that of herpes simplex with malaria or pneumonia.
I do not at all subscribe to this view but mention it to stress the distinctive characters of the true clinical entity of erythema nodosum and to protest against the inclusion of various nodose erythematous rashes under this label. The affection is an acute pyrexial illness necessitating often admission to hospital, characterized by pain and by tenderness in the very distinctive lesions of particular distribution. I am not going to detail these features but merely emphasize the distribution, the distinctive redness of the nodes themselves and the fading through the colours of a bruise, indicative of hiemorrhage. These particular observations have always been stressed and are not to be casually by-passed.
From time to time I am asked to see a patient in a surgical ward admitted as an acute case with erysipelas or cellulitis of one lower leg which proves to be erythema nodosum, unilateral at that stage. I mention that to indicate the real acuteness of the problemfeatures absent from such false eruptions as are provoked by sulphonamides. I am familiar with the suggestion that such drug eruptions are due to the fact that they have been given to patients potentially susceptible to erythema nodosum from an infection they happen to be carrying and that the drug merely tips the balance in favour of reaction, but I have difficulty in accepting this view.
Allergic factors.-Points I would like to make about erythema nodosum proper are first that it is an allergic pattern of vascular reaction of capillaries or small arterioles to some organism in situ, an organism to which the particular patient is sensitive and which has been carried there through the blood stream usually from some recent primary focus of infection. I would emphasize that in my opinion it is not due to toxins or drugs but to organisms and that it means a recent primary infection-I liken it to the eruption of secondary syphilis and I believe it can be caused by a wide range of organisms. I have twice seen it with the rash of secondary syphilis-both patients incidentally having the primary chancre in the mouth.
In young people, in this country, I believe it is usually due to tuberculosis and indicatesa primary infection in the preceding few weeks or months which can very often be demonstrated. The common example is the young nurse who contracts the disease in hospital. But the importance is to find the primary focus or, if not found, to keep the patient under observation and to find the source from which the patient has contracted the infection and bring both under observation and control. I believe you will all accept this group of cases and their importance and I will not elaborate on features such as the conversion of the Mantoux test. Ryle and others described school children whose infection had been traced to phthisical school teachers.
What proportion of patients in the stage of what I might call "secondary tuberculosis" (using that term in the same sense as in "secondary syphilis") show the allergic sensitiveness to the tubercle bacillus I do not know, but the analogous erythema nodosum shown by sufferers from coccidioides infection in California is said to occur in about 5% of those infected.
Cutaneous or systemic allergy.-A second point I would raise is whether erythema nodosum is a cutaneous or a systemic reaction. In so far as it is a vascular reaction I should expect it to be systemic. We see it in the conjunctiva and the iris-I imagine that it may occur in any organ but my physician colleagues will no doubt tell me. On the analogy of other allergic reactions dependent upon vascular structures, as the gummatous reaction, we know that both in syphilis and in tuberculosis gummata may occur in any site where there are blood vessels.
There are no doubt particular skin components to certain allergic skin reactions which determine their arising in the skin only. Is this true of reactions that are essentially vascular? I should not have thought so. Circulatory influences.-A third point of interest to me is the distribution in the skin which points, I think again, to a vascular, circulatory influence.
What is the nature of those circulatory influences which predispose to the ill and what is the mechanism behind them? Circulatory components enter into the etiology of many ills but we are still very vague as to their significance. We see it in the form of perniosis and spasm and recognize that there is some relationship between these and rosacea-, lupus erythematosus, and dermatomyositis, to mention only a few dermatoses, but there is also a responsible relationship with cardiac and gastro-intestinal dysfunctions and with systemic scleroses.
Erythema nodosum does not progress to gummatous reactions. Gummatous reactions, syphilitic and tuberculous, are, however, also determined by circulatory influences and as you know in the case of the tuberculous, commonly arise in veins where the circulation is sluggish as in the backs of the calves of girls with a chilblain circulation. But I must leave this question of circulation, merely suggesting that it is worthy of further study not only in the skin, but in relation to its systemic importance.
Other causes of erythema nodosum.-I must refer to other causes of erythema nodosum than tuberculosis. Most chronic infective diseases show such a phase and I have already mentioned coccidioides infection in California. Dermatologically it is sometimes seen with other "ide" reactions in ringworm infections and fungus has been cultured from the blood stream in such cases.
Meningococcal septicemia is of particular interest to me for several reasons. It is the only example I know where all the characteristics are present except that the lesions are of miniature size and are distributed widely and profusely over the body, though mostly peripherally. At the beginning of the last war I was asked to see these cases in France by Sir Arnold Stott and Dr. W. S. C. Copeman before any of us knew what they were and I was able to say that they were lesions consequent upon an allergic reaction to an organism in situ which had come through the blood stream. I think I am right in saying that the first positive culture of the meningococcus was obtained from an excised lesion of the skin, blood cultures at first having been negative. I believe with others, that a common cause of erythema nodosum, in adults particularly, is infection from a hemolytic streptococcus and I believe the mechanism to be the same. That recurrences are seen in this condition and in chronic meningococcal septicaemia, but not usually in tuberculosis or syphilis I cannot explain, but no doubt some of you can explain this to me. The gummatous reaction in tuberculosis is however commonly recurrent. I very clearly recollect having an attack of typical erythema nodosum myself at the age of 10 years. At exactly the same time my sister aged 5 had an acute painful swelling of many joints with pyrexia. We were both labelled rheumatism, given three months' holiday, taken off games during the winter for the rest of our school careers and are both now, forty-five years later, full of robust health.
Erythema nodosum is seen in association with those recurrent cyclical ulcerative affections of mouth and vulva which go by a variety of names and are thought probably to be infective, though not proven.
I am not sure that the lesions in sarcoidosis are true erythema nodosum and not merely a nodose erythema and I have not seen the characteristic haemorrhagic feature. Nevertheless I am prepared to accept that they are erythema nodosum and it may lend support to Danbolt's continued belief that sarcoidosis is due to a specific infection.
I must, however, confess that I have recently seen almost classical erythema nodosum accompanying the rather acute onset of a supposed chronic myeloid leukaemia, as part, I believe, of that disease and not a coincidental infection. If that is true and is the experience of others it must allow for an allergic reaction of the erythema nodosum type from causes other than infection.1 Let us, however, remember in practice that common things most commonly occur even though we know that no dictum is absolute in medicine.
To summarize-erythema nodosum is the expression of a phase in infective disease, 1POSTSCRIPT.-This patient was subsequently shown to be suffering from acute tuberculosis which had been responsible for blood and other changes simulating myeloid leukemia. the secondary phase. It will follow shortly after the primary infection, when the infecting organism has got into the blood stream and the erythema nodosum indicates that the particular patient concerned is specifically sensitive to that organism.
We are getting familiar with the interpretation of clinical pictures in terms of a phase of sensitiveness.
Pathology has not, I think, caught up with clinical medicine in that regard and probably has much to contribute. ERYTHEMA MULTIFORME The condition of erythema multiforme has quite a different aetiology and pathology from erythema nodosum.
It is a recurring, cyclical reaction of peripheral vessels of unknown cause but not, so far as is known, due to organisms in situ. It is almost certainly a sensitization reaction of sorts and the target pattern of lesions is obviously the result of involvement of vessels probably on the arteriolar side and of different size. The sites of election, hands, feet, elbows, knees, face, etc., suggest that the causative agent is only effective where some sluggishness of the circulation favours a more prolonged contact of the cause with the vessels and this would explain its common absence from the trunk. But this is not the whole explanation and rarely other sites-as flexures, axille and groins-are chosen. In any case some 50% of patients affected show lesions on the buccal mucosa and sometimes other mucous membranes.
Among the different patterns of eruption we see varied combinations of vermilion erythema and purple congestion, oedema and infiltration, vesicles and bulle and purpura.
Sometimes we observe papular and nodose lesions but without the distinctive characters of erythema nodosum.
Exactly similar pictures can result from the effect of toxins from infective organisms and from drugs and from metabolic toxins. A very careful overhaul of such patients should therefore be made but it must be admitted that results are usually negative. A personal predisposition is obviously present and probably an abnormal vascular physiology or even pathology. A relationship to lupus erythematosus, both acute and chronic, is probable but there are no particular affections of other organs apart from joint swellings which have been observed in connexion with erythema multiforme though this may still be due to our blindness.
A preceding herpes simplex has been noted in many cases but this is unlikely to point to any particular etiology. Virus pneumonia may complicate a severe and gross attack of erythema multiforme (if the so-called Stevens-Johnson syndrome is, as I think, no more than that) but again that would seem to be a complication. There is something to support the views of those who hold that Stevens-Johnson syndrome is a distinct entity. Fortunately it is not usually recurrent.
Is there systemic involvement in cases of erythema multiforme or a systemic disturbance of which the eruption is merely a cutaneous manifestation?
That there is something circulating in the blood stream responsible for the peripheral eruption would seem certain and it is common for joints to be involved in the reaction. It is difficult therefore to imagine that there is no systemic effect. Furthermore that something in the blood stream must derive from somewhere in the body is probable, so that there must be a source.
That we cannot easily detect systemic involvement or source does not mean that they do not exist. I recollect a very extraordinary case in which recurrent attacks of erythema multiforme were associated with the menses and with a monthly enlargement into the abdomen from the pelvis of a uterine tumour otherwise not palpable from the abdomen. Removal of the tumour, which proved to be a fibroid, terminated this sequence of attacks of erythema multiforme.
Nevertheless it is possible that attacks of erythema multiforme are the expression of some essential vascular pathology even though a specific cause may be present sometimes to trigger it off.
Cyclical behaviour is of course as common in natural phenomena as is the sequence of night following day, but does perhaps suggest physiological rather than pathological behaviour. It is the rule for erythema multiforme to recur at intervals over the course of years and then to peter out. Sometimes attacks may be almost continuous and I have seen at different times in the same patient, erythema multiforme and lupus erythematosus.
In short, erythema nodosum is a serious, often grave affection both with regard to the patient and to the community. It is part of the course of an infective disease. 26 558 Erythema multiforme is of little significance to either patient or community. It is merely a functional reaction.
My remarks have been intended to suggest the great intimacy between the skin and the whole organism and as a plea that more attention should be given to the physiology and pathology of the skin in the practice of general medicine.
Dr. Hugh Wallace:
Connective Tissue Disease (Collagen Disease) The concept of collagen diseases began largely with the investigations of systemic lupus erythematosus by Klemperer and others. The connective tissue of the skin consists of:
(1) Fibres, collagen, elastic, reticulum.
(2) Ground substances-intercellular cement.
(3) Cells-fibroblasts. A relation exists between all these components in that the fibroblasts secrete ground substance which in turn later produces collagen and reticulum fibres. Chemically, however, collagen consists of amino acids while the ground substance is made up of mucopolysaccharides and hyaluronic acid. The collagen amino acids are so arranged to form fibres with particular physical properties. In disorders of the connective tissue most of the changes occur in the ground substance. The ground substance may vary in quantity and in its physico-chemical state in many disorders such as scleroderma, granuloma annulare and polyarteritis nodosa. Since in disease the maximum impact is on the ground substance rather than on the collagen fibres, the term "connective tissue disease" is perhaps preferable to "collagen disease". The concept of connective tissue disease is primarily histological being based on similar pathological changes in connective tissue in many disorders which clinically appear to have little in common. There is at present no proof that these histological similarities denote a common cause. In the present state of our knowledge, however, the concept affords a useful working hypothesis.
Histologically the most common change is a reversible necrobiosis with frayed, broken up and blurred collagen tissues and the disappearance of nuclei and elastic fibres. This results in pale and irregular staining with haematoxylin and eosin. Fibrinoid necrosis also occurs particularly in vessel walls and may be recognized by its eosinophilic amorphous nature.
The manifestations of connective tissue disease in the skin usually show changes both in the connective tissue and blood vessels. It is, however, seldom possible to determine whether one follows the other or both are reactions to a common cause.
Changes in the skin connective tissue are found in the following disorders: (1) Rheumatoid arthritis nodules; (2) granuloma annulare; (3) necrobiosis lipoidica; (4) scleroderma; (5) dermatomyositis; (6) lupus erythematosus; (7) polyarteritis nodosa.
(1) Rheunmatoid arthritis nodules seldom present until the disorder is well established and may persist for many years. They occur around diseased joints, especially on the hands and elbows, varying in size from a pea to a hazelnut, or even larger. They may be fixed or freely movable and are painless. Microscopy shows areas of necrobiotic collagen surrounded by histiocytes and lymphocytes, often with fibrinoid necrobiosis of the walls of adjacent arterioles. Although the histology closely resembles that of granuloma annulare (q.v.) there seems to be little in common clinically. Neither does there appear to be any relation to the Aschoff nodules of acute rheumatism.
(2) Granuloma annulare.-This disorder is fairly common in children and young adults although it may occur at any age, and presents as firm dermal nodules with a lilac erythema, typically occurring over the extensor aspects of joints of the extremities, often in the form of rings or crescents, although there may be great individual variation in appearance in the same patient. Spontaneous resolution usually occurs after some months. The cause is unknown and there is no known specific remedy. The histology closely resembles that of the nodule of rheumatoid arthritis, often, however, with a few giant cells and less change in the vessel walls.
(3) Necrobiosis lipoidica was first described in association with diabetes but comparable lesions occur in patients with no evidence of diabetes at the time or subsequently. It presents usually on the fronts of the shins as atrophic areas of skin, varying in colour from red to blue with streaks of orange and telangiectasia. In the diabetic form ulceration may occur and in the non-diabetic form the lesions may have a raised border.
Microscopy shows areas of necrobiotic collagen with imbibition of sudanophil lipoid and a surrounding zone of histiocytes and round cells. There is a varying degree of'inflammation of the surrounding vessels.
The disorder tends to persist indefinitely although it is sometimes possible to destroy small lesions with carbon-dioxide snow and occasionally to remove them; by excision and grafting. In the diabetic variety there appears to be little definite relationship to the blood-sugar level and it does not appear to be known with certainty whether there is any relation between necrobiosis lipoidica and other complications of diabetes.
(4) Scleroderma may occur as a benign localized form (morphaea) or, less commonly, as a generalized process, often with widespread systemic lesions.
The localized form appears usually on the trunk as round or oval patches of lilac erythema, varying in diameter from a half to several inches. The initial redness is followed by pallor with hardening of the dermis and a varying degree of shiny atrophy of the epidermis surrounded by a zone of lilac erythema. The lesions often undergo spontaneous involution although this may take up to five years or more and leave some pigmentation and atrophy. The disorder occurs most frequently in children and young adults, occasionally presenting in a linear, apparently nrvoid form.
Microscopy shows an increase in the amount of density of the connective tissue with a varying degree of obliterative changes in the blood vessels.
There is no known treatment of benefit for the lesions with the possible exception of physiotherapy-e.g. massage with oil.
The classification of generalized scleroderma has given rise to much confusion, largely caused by alternative nomenclature. Since little is known about the cause of any form of scleroderma, a clinical classification such as the following is probably the least confusing Much commoner in women than in men. Mortality very low. (iii) A generalized scleroderma occurring as an end-result of dermatomyositis (q.v.)-
The appearances may closely simulate either (i) or (ii) above.
Existence of systemic lesions not proven. Acroscierosis (synonyms-Progressive Systemic Sclerosis. Progressive Symmetrical Scleroderma).-This usually presents as a Raynaud's syndrome in the hands followed after some years by hardening of the skin and subcutaneous tissues of the hands, and later of the feet. The face becomes pinched in appearance, particularly around the mouth. Both on the hands and face there may be multiple telangiectasia. This disorder is almost invariably accompanied by widespread systemic lesions in the muscles, gut, lungs, heart and elsewhere. Systemic lesions are often noticed as disturbances of function, e.g. dysphagia, constipation or diarrheea before any organic lesion is demonstrable by present methods of investigation. Of these the barium swallow is probably the most helpful, the earliest changes being impairment of cesophageal peristalsis. Later stenosis may occur.
Microscopy of the skin is identical with that of morphoea. The muscles may show an increase of connective tissue with gross changes in the blood vessels, especially the arterioles which may show obliteration of the lumen. The increase of connective tissue in the muscles is followed by hyalinization and fibrosis. It is uncertain whether the muscle changes are primary or secondary to the interstitial sclerosis. The blood vessels, especially the smaller arterioles throughout the body, may show thickening with a fibrinoid substance.
Apart from the symptomatic relief of physiotherapy there is no known treatment of proven value for this disorder.
(5) Dermatomyositis is a rare disorder which is, however, becoming recognized more frequently. The onset may be acute, especially in children, but frequently the patient seeks advice for residual disabilities, the early stages having passed unnoticed. The disorder may occur at any age and in both sexes. When the onset is acute or subacute the characteristic picture is of redness and swelling especially of the eyelids and face and less frequently of the limbs, accompanied by fever, malaise and marked muscle weakness. The prognosis varies greatly. Particularly with an acute onset there may be a gradual worsening of symptoms and death within weeks or months, usually from bulbar or respiratory palsy. More frequently, however, there is spontaneous arrest of the process or slow progression over many years. The residual disabilities may vary from changes unnoticed by the patient to widespread atrophy or scleroderma of the skin, accompanied by gross muscle weakness. There may be little or no correlation between the degree of change in the skin and in the muscle. Some degree of muscle change is, however, almost invariable and shown by excess creatinuria.
Dermatomyositis of acute onset is sometimes associated with visceral carcinoma and recent reports indicate that this association is not always fortuitous. With this exception little is known about the cause of dermatomyositis.
Histologically the striped muscle fibres are seen to be broken up with subsequent fibrosis. Inflammatory cells may be present between the fibres and aggregates of small lymphocytes may be seen between muscle bundles. The changes in the skin may vary from gross atrophy to ordinary scleroderma.
With the exception of dermatcmyositis associated with carcinoma there is no known treatment of proven value in this disorder. Symptomatic relief may sometimes be given by physiotherapy, especially to prevent deformities. ACTH and cortisone sometimes appear to help in tiding a patient over an acute or subacute phase of this disorder.
MISCELLANEOUS
(a) Pretibial myxwdema.-This rare disorder usually follows thyroidectomy for hyperthyroidism with exophthalmos, the exophthalmos often becoming worse after the operation. Both the exophthalmos and the pretibial myxcedema are thought to be related to the thyrotrophic hormone of the anterior pituitary becoming unopposed after thyroidectomy. The process may not always be limited to the pretibial area but may extend up and down the leg. If an area of pretibial myxcedema is excised and grafted, recurrence of the process almost always occurs in the graft and sometimes in the area from which the graft has been taken. It seems therefore that this change is part of a widespread process with gravity and trauma determining the onset of the changes in the legs.
Histologically there is a great excess of mucin. Apart from supporting bandages thdre is no known treatment of value in this disorder. (b) Acanthosis nigricans is a rare disorder usually occurring in association with thoracic or abdominal cancer. It is said that the symptoms march with the progress of the neoplasm and that they sometimes subside when the neoplasm is successfully treated, although I have not had the opportunity of observing this personally. The eruption is characterized by greyish-brown pigmentation, accompanied by irritable warty growths, especially on the back of the neck, groins, perianal area, the flexures of the arms and elbows and on the hands and feet. Warty lesions may also occur on the lips and buccal mucosa but without pigmentation. The mechanism of the eruption is unknown although many somewhat specious theories have been advanced. It is possible that some intensive study of this disorder might shed some light on carcinogenesis. A similar eruption may occur in adolescents, sometimes associated with pituitary upset but without any evidence of malignancy and with a benign prognosis. The relationship between this eruption and the eruption associated with malignancy is undecided.
Dr. R. M. B. MacKenna: Neurodermatites can be briefly defined as cutaneous reactio ns to emotional stimuli; but, in addition we have to remember the minor excoriations and the excoriated acnes mostly of young women, the self-inflicted lesions on aneesthetic areas of the hysteric, and the numerous cutaneous ills that extend from eczema to pruritus ani and to the delusions of parasitic infestation of the psychotic. It is characteristic of the neurotics that they avoid severe pain, and therefore severe self-inflicted lesions are a pointer towards psychosis and not to neurosis. One may note here that, in dermatology, as in other branches of medicine, the psychotic individual-particularly the schizophrenic and the paranoic-often appears in all our out-patient departments for the treatment of some symptom which derives from his mental aberration and all too often his complaint is diagnosed and treated entirely from the somatic aspect and no one realizes the true nature of his case. Finally, in dermatology as in other branches of medicine, one must note the phenomenon of "emotional or psychogenic overlay", which is a not irrational anxiety concerning a cutaneous disease but having the added factor that anxiety aggravates the symptoms and thus may prolong the course of the malady. A large part in the defeat of "overlay" is confidence in the physician, and although factors such as the chronicity or otherwise of the malady, the intensity of subjective symptoms, and the site of the eruption, play their part in aggravating or mitigating overlay, nevertheless the physician who can instil confidence will have less trouble with this symptom than a colleague who, although he may be more learned, does not impress the patient.
There is a widespread belief that because of its site and appearance, one can decide that a given eruption is a neurodermatitis. This is not true, although some would enter a vigorous and largely valid protest that lichen simplex chronicus, which has a very characteristic appearance, is usually emotional in origin; nevertheless the proper diagnosis of neurodermatitis depends oil the assessment of the whole case either by a psychiatrist with a knowledge of dermatology, or by a dermatologist with an adequate experience of psychiatry; and the latter must be careful. For example, he may be correct etiologically in stating "this is a case of angio-neurotic cedema," emphasizing the word "neurotic" as he wishes to express his belief that the eruption is emotional in origin; but semantically he will have erred. Macalpine (1955) , who has been studying these matters recently, informs me that Quincke coined the phrase "angio-neurosis" to denote a mechanism connected with vasomotor nerves, and in this context the word "neurosis" refers to the peripheral nervous system without any psychological implication. It was under the influence of Freud that the term "neurotic" was substituted for "psycho-neurotic" so that the former word carries to-day the implication referring to the mind that we all understand. Atopy.-Eczema is the presenting symptom in 90% of atopic individuals, and asthma in the remainder (Stokes, 1942) . The family history usually shows that in the various generations several kinsfolk have suffered from one or other or both of these maladies; the statement attributed to Spain and Cooke (1924) that a negative family history is obtained in 41 % of cases would seem to require revision.
The trigger factor often appears to be vaccination. The eczema usually commences on the face as an oozing itching eruption and may spread rapidly to affect the whole of the trunk and limbs. Except for cortisone and ACTH no known measures will do more than alleviate the eruption slightly, and of course the hormones have the usual disadvantage that all is fairly well with the patient, but only so long as he is receiving them. About the age of 2-1 years the eczematous eruption ceases to be widespread and changes its appearance, so the patient, who often has a somewhat dry ichthyotic skin, is left with areas of dry, leathery lichenification of the flexor surfaces of the wrists, elbows, knees and the back of the neck. From time to time these areas soften, and the lichenification is replaced by an oozing dermatitis which may involve other areas as well as the flexor surfaces of the large joints. The skin of the face is usually leathery and pigmented, and often bears a few excoriations. Between the ages of 4 and 9 years, the patient may develop asthma; thereafter, when the asthma is troublesome the cutaneous affection becomes minimal and vice versa. Hay fever may be troublesome in the appropriate months. In severe atopy, the individual may suffer from vasomotor crises in which he feels he is swelling all over, also he may have periods of intense emotional excitement. Though atopic persons have a poor resistance to cutaneous and other infections, and though exacerbations of the atopic eruption (which is variously called disseminate neurodermatitis, Besnier's prurigo, diathetic eczema, and the late exudative eczematoid of Rost) may follow simple infections, e.g. acute tonsillitis or sinusitis, it is emotional stress which is responsible for the majority of exacerbations, although one can seldom predict whether the stress will make the dermatitis or the asthma predominate. The atopic child is ceaselessly active, assertive, precocious, competitive and ego-centric. But, often depending on family influences, the energy and irritability may be replaced, as the patient grows older, by a peculiar still repression. Stokes says that he has seldom seen any patient so motionless as the poker-faced atopic individual. The face is masked not only by the leathery cutaneous thickening, but also by the expressionlessness of neuromuscular tension. "The flush of the face may come and go, but usually under the sallow brown hyper-pigmentation and native pallor, only the eyes peer out as though 'holes burnt in a blanket'."
A proportion of these atopic cases do lose their tendencies to react severely and frequently, whilst others maybe fill the asthma clinics, their skins having acquired a certain immunity. Possibly there may be quite an unexpectedly high mortality from intercurrent diseases in the late "teens" and the early twenties; I think that some enquiry concerning these matters might give us interesting and perhaps useful data.
Recently Macalpine has been endeavouring to reinstate hypochondria as an important clinical picture. She is following in the path of R. D. Gillespie, who, some thirty years ago, emphasized that it is commonly mistaken for anxiety-neurosis or hysteria, although overt -anxiety has no part in the symptoms of the hypochondriac. In fact the absence of anxiety is one of the criteria in the differential diagnosis of this condition. "Hypochondriacal preoccupation is a type of interest, a conviction and concern and not a fear of disease" (Gillespie, 1929) . Now if Macalpine is correct, we see more hypochondria than we realize. For example: a patient with pruritis ani comes to our clinic and usually complains only of itching; he often describes his symptoms readily and graphically. But Macalpine has noted that pruritus ani of emotional origin never occurs alone; it is, at the time when we see the patient, only a leading symptom in a syndrome. These patients may complain of indigestion, feelings of fullness, various odd abdominal pains, constipation, incomplete emptying of the lower bowel when at stool, hemorrhoids, fissures, and perhaps a feeling that the anal canal is too narrow. Associated disturbances in regard to sexual function are not uncommon; these include premature ejaculation and impotence in males, and frigidity and vaginismus in women. Nearly all show concern lest they develop cancer of the bowel. The hypochondria which they manifest may shade into schizophrenia, but often occurs without other psychiatric abnormality. I cannot speak of the response of the medical symptoms to psychiatry, but the pruritus ani can be relieved in a large proportion of cases by a psychiatrist.
The physician and the dermatologist often share the responsibility for trying to cure chronic urticaria. They share the ever-present anxiety that they may have missed some allergic factor in their investigations. It is because of this fear that fewer cases of urticaria are passed to the psychiatrist for investigation than is justifiable. It is a fallacy to believe that what can be influenced by the mind must have originated in the psyche. One has only to think of the cure of warts by hypnosis to realize the validity of that observation. Now if something so tangible, firm, tough, papilliferous, and caused by a virus can be permanently removed by such simple means, how much more easily should a fluctuating, soft eruption such as that of urticaria be influenced by the more subtle methods of mental catharsis, analysis and so forth which may be deployed to achieve a cure.
The following examples may be of interest. Fig. 1 shows a woman who has an eruption on the eyelids, the naso-labial folds and the skin above those folds which many would regard as a fairly typical eczematous dermatitis due to exposure to some agent to which she was sensitized, e.g. primula or perhaps the fumes of nail varnish. Fig. 2 shows a young woman who attended several dermatological clinics and who was believed to suffer from rosacea. In fact in both cases the eruption was emotional in origin. The elder woman had lost both her daughters in tragic circumstances, the first in an air raid (she was with her when it happened) and the second a year later from meningitis. Recurrences of the eruption coincided with anniversaries concerning the daughters ... birthdays, dates of death and so forth. The younger woman's eruptions started when after getting married she had to live with a "typical interfering mother-in-law". Her eruption was a manifestation of suppressed rage. With regard to the first of these cases, I find it difficult to believe that the skin can be the only organ which can react thus to the re-awakening of remembered stresses, even though those stresses are remembered only sub-consciously. There must, I feel, be many persons labouring under respiratory, gastric, renal and even cardiac disabilities who are treated only from the somatic aspect whose cure depends on a careful evaluation in regard to the periodicity of their disabilities, this periodicity to be correlated with their emotional states. Of course, patients, and doctors, will ask, "but why, under emotional stress, is the skin chosen as the organ in which the somatic manifestation occurs."
In the present stage of our knowledge, those of us who are not psychiatrists can most safely answer in terms of the theory of organs of stress.
Put in its most simple terms this theory can be explained as follows: imagine a bus-load of persons involved in an accident. Among those who are not physically injured, one may quickly develop an attack of asthma, another may have palpitations for several hours, a third may urinate involuntarily, a fourth defecate and so on. In these individuals, the lungs, the heart, the bladder and the large intestine are respectively the organs in which their emotional stress is most easily manifested; these are their "organs of stress". Similarly in a proportion of the population the skin is the organ in which their emotions are worked out ... and in some the skin is what I term "a lightning conductor". Occasionally it is better to leave a patient with some skin eruption ameliorated but not cured, for I think all experienced dermatologists must know a few cases in whom a neurodermatitis has been successfully treated with the result that a few months later they have developed duodenal ulcer.
In reverting to the systemic maladies I wish to mention a theory of mine on psoriasis. The theory, quite simply, is that psoriasis is an endocrine malady having cutaneous symptoms. Usually the patients are very healthy individuals; a few have concurrent arthritis deformans. The malady can occur sporadically in families or show clear runs down the generations. Although it can first become manifest at almost any age, most cases have their first attack in the period before puberty or in the "teens". The incidence is higher FIG. 2. FIG. 3. in cold damp countries than in hot sunny ones, and as a generalization one may say that the skin of a psoriatic patient requires an abnormal amount of sunlight for its full health. Now it has been known for years that in many cases careful scrutiny will reveal that around patches of psoriasis a narrow areola of depigmentation may be seen. One can show this best, although there is some element of faking in the process, by treating psoriasis with dithranol or chrysarobin, for in these circumstances, when the eruption fades the skin of the previously affected sites is markedly leucodermatous (Fig. 3) . In the oetiology of the malady, emotional stress plays a considerable part ... but only to this degree, that in a psoriatic subject emotional stress is often responsible for recurrences or exacerbations of the eruption. One must note that in psoriatics, toxic absorption from an acute focus of sepsis may often cause a widespread efflorescence. It used to be taught that alcohol was "bad" for psoriasis; probably it is the stress which leads to excessive indulgence in alcohol which is really the factor of importance. Now there is a hormone formed in the intermediate lobe of the pituitary gland which has considerable influence on the pigmentation of the skin. Further the formation of cutaneous nielanin is, chemically, very similar to the process involved in the production of adrenaline in the suprarenal gland. The facts that sunlight is usually beneficial, that stress aggravates, that a process of depigmentation is involved, and that arthritis deformans may be associated, give me four pieces of a jig-saw puzzle which have to be fitted together, and although I am venturing only a tentative hypothesis, I see no way of correlating these facts except by linking them with certain well-known recent trends in biochemical and endocrinological speculation. If one goes further than this, one encounters a great many difficulties, which involve highly technical matters of skin biochemistry; and of course I shall be told that cortisone does not influence psoriasis except maybe to lessen the erythema of the lesions or to check some untoward reaction provoked by using too vigorous local remedies.
Finally, there is the problem of "cross-sensitivity". This is the phenomenon in which allergic sensitization engendered by one compound extends to one or more apparently dissimilar, but in fact chemically related compounds. One classical case was described by Meltzer and Baer (1948, 1949) and is that of a man who was proved to be allergic to a local anesthetic (benzocaine) in 1939, reacted vigorously to a sulphonamide in 1944 and to a sunburn-preventative in 1947, all these compounds having well marked chemical affinities. Investigation showed that he was sensitized to 14 organic chemicals which ranged from picric acid to saccharin and from aniline to the dye known as paraphenylenediamine. Patients sensitive to Sedormid may also be allergic to Adalin and bromvaletonum; those suffering from agranylocytosis due to amidopyrine may be allergic to Allonal; what happens, as Baer asks, to the blood of patients who have had agranulocytosis due to one sulphonamide when they are subsequently exposed to another of that group, or to other aromatic amines such as the procaine which may be injected by their dentists, food coloured with azodyes, capsules of drugs perhaps coloured with azodyes, treated maybe for a varicose ulcer with the azodye scarlet red, or even wearing nylon stockings which are dyed with azodye. In agranulocytosis and also in certain forms of purpura.. . to what extent does cross-sensitization play a part? Probably the answer is that it is only in the exceptional case that these matters are now of importance, but as applied chemistry becomes more complex we shall have to be more alert than we are to-day to these problems.
Sir Henry Cohen (The President) welcomed the discussion of a topic which transgressed the boundaries of a specialty. The history of medicine revealed changing fashions in specialization. Even in the days of Egypt, there was intense specialization. UJntil the early twentieth century general physicians often included dermatology in their field. Then increasing specialization led to isolation and rigidly defined territories. In recent years there had been an increasing realization of the "wholeness" of medicine, brought about by such observations as the association of bone changes with hyperparathyroidism, of hypertension with phaochromocytoma, of fits and mental changes with pancreatic islet adenoma. This was especially seen in the psychosomatic disturbances discussed by Dr. MacKenna.
The presenting skin lesion and the associated visceral lesions might have the same essential pathology, as in the collagenoses, reticuloses, sarcoidoses, allergies, infections and such metabolic disorders as the lipoidoses, gout, hkmochromatosis, carotinemia. Sometimes there appeared to be no clear pathological relationship between the clinical concomitants as in acanthosis nigricans, tuberose sclerosis, Peutz-Jehgers syndrome, psoriasis and arthritis.
To the physician skin lesions were commonly valuable diagnostic clues, e.g. purpura, urticaria, pigmentation, hyperkeratosis, Beau's lines.
Sir Henry pleaded for a wider recognition of the gaps in our knowledge in this field, and stressed the dangers of regarding the names of diseases as more than labels, a conceptual shorthand which though convenient was not the aim of diagnosis. We must try to unmask the mechanisms of disease and the agents responsible and not be content with a name.
Dr. Philip Ellman said that the cutaneous manifestations of systemic disease were of considerable interest to the general physician and illustrated the dangers of excessive specialization.
Erythema nodosum was, he felt, a case in point. Among its systemic causes were, as noted by Dr. Ingram, recent primary tuberculous infection, haemolytic streptococcal infection, sarcoidosis, certain fungoid infections such as coccidioidomycosis and meningococcal septicemia. A syndrome not uncommon in clinical practice was erythema nodosum, bilateral hilar adenopathy and polyarthritis.
The cutaneous and subcutaneous nodules seen in rheumatoid disease were also skin manifestations sometimes referable to systemic disease and the speaker described a case under his care which ultimately came to autopsy, where widespread rheumatoid nodules were found to involve serous membranes: for example, the pleura, causing a pleural effusion, the pericardium, causing a pericardial effusion and the meninges-accounting for fits before death-as well as the cardiac valves (Ellman et al., 1954) .
The cutaneous nodules, both small and large, as well as a lupus pernio type of lesion might be diagnostic of sarcoidosis.
Skin lesions in discoid lupus might ultimately go on to a disseminated lupus erythematosus, as had occurred in another of his cases: after an interval of twenty years, acute polyarthritis, pleural effusion and pulmonary fibrosis had ensued. In yet another case of a rheumatoid type of arthritis of many years' standing, a widespread systemic connective tissue disease was initiated by purpura on the legs and succeeded by a nephrotic nephritis which ended in uraemia. This proved to be an acute polyarteritis nodosa whose polymorphic features are now more frequently recognized.
The merging of one systemic connective tissue lesion into another, for example rheumatoid disease into disseminated lupus erythematosus and even polyarteritis, scleroderma and dermatomyositis is being encountered in clinical practice.
Finally Dr. Ellman asked for information concerning the classification of scleroderma. He wondered whether the usual practice was to divide the condition into localized scleroderma (morphlea) and diffuse scleroderma confined mainly to the skin. The more systemic acrosclerosis was usually preceded by a Raynaud phenomenon and followed by sclerodactylia, often with calcinosis. Sooner or later a characteristic facial expression would develop and was often associated with visceral involvement of the cesophagus, heart and lungs-in fact a widespread mesenchymal disease. Dr. Ellman had had in a woman of 40 a case of rheumatoid disease complicated by acrosclerosis and dermatomyositis who, a few weeks before death, had developed a carcinoma of the breast.
In his experience hormonal therapy sometimes proved life-saving in the acute systemic collagen (connective tissue) diseases. REFERENCE ELLMAN, P., CuDKowIcz, L., and ELWOOD, J. S. (1954) J. clin. Path., 7, 239. [ March 22, 1955] DISCUSSION ON OSTEOPOROSIS
Dr. H. A. Sissons:
The Structural Pathology of Osteoporosis Definition of osteoporosis.-I would define osteoporosis as a structural change in bone whereby the supporting tissue is reduced in amount but remains highly mineralized.
Clinical recognition of osteoporosis.-The skeletal abnormality usually becomes evident through a change in the X-ray appearance of the involved bone. Within the group of rarefying bone diseases, osteoporosis must be contrasted with osteomalacia where there is diminished mineralization of the supporting tissue as shown on histological examination by the presence of excess of completely non-mineralized osteoid tissue. Thus, in biopsy material, osteomalacia is recognized by the identification of excess osteoid tissue, while a diagnosis of osteoporosis depends on the recognition that the amount of normally calcified bone substance is diminished. The recently developed technique of microradiographic examination of undecalcified bone material offers certain advantages over the usual methods of histological study which involve decalcification of the bone specimen. My definition of osteoporosis as a structural change allows me to emphasize that it is neither a disease nor a group of diseases, but a non-specific response by the skeleton to a number of otherwise unrelated disturbances. As will be emphasized by other contributors in regard to "idiopathic" osteoporosis, the exact nature of these disturbances is not always fully understood, but the following is a list of some of the abnormalities concerned in the production of various types of osteoporosis. These abnormalities, which involve departure
